Introduction
Spontaneous gastrointestinal perforation is a wellknown and potentially life-threatening adverse event associated with Bevacizumab-based chemotherapy (1) . Aflibercept, a new angiogenesis inhibitor targeting the vascular endothelial growth factor (VEGF) pathway, is currently used in combination with FOLFIRI in metastatic colorectal cancer patients progressing following an oxalipatin-based chemotherapy since 2012 (2) . As expected, Aflibercept may be also associated with increased risk of gastrointestinal perforation. The incidence of gastrointestinal perforation associated with Aflibercept has been estimated to be 1.9% with an associated mortality of 10.8% (3). We report here a case of small bowel perforation that occurred early in a patient receiving aflibercept for the treatment of metachronous colorectal liver metastases.
Case Report
Eight months after right colectomy and pancreaticod u o d e n e c t o m y f o r a P T 4 N 0 M 0 r i g h t c o l o n adenocarcinoma, a 58-year old female developed metachronous liver metastasis. There was no evidence of tumor recurrence in all small intestine segments or peritoneal carcinomatosis. Neoadjuvant chemotherapy included FOLFIRI in combination with Aflibercept. Fifteen days after the first cycle of FOLFIRI/aflibercept combination, the patient complained for acute abdominal pain with nausea. The patient did not report any corticosteroid or nonsteroidal anti-inflammatory drug use. In physical examination, there were no signs of abdominal hernia. Computed tomography showed a pneumoperiteum due to small bowel perforation. There were no signs of small intestine volvulus or occlusion, or internal hernia. In addition, the preoperative imaging confirmed patency of the superior mesenteric artery and vein. Emergent laparotomy confirmed the spontaneous mid-gut perforation ( Figure 1A ). Primary direct suture of the perforation was performed. Because of the softness of the small bowel wall with a risk of tearing and subsequent risk of secondary perforation, an obliteration of the perforation was performed using the round ligament ( Figure 1B) . The round ligament was dissected, divided and the umbilical portion of the round ligament was sutured on the small bowel. The postoperative course was uneventful. Aflibercept was
Summary
In patients with malignancy who receive aflibercept based chemotherapy, gastrointestinal perforation is among the reported adverse events with a prevalence of 1.9%. This complication may lead to mortality up to 10.8%. We here report a case of small bowel perforation that occurred fifteen days after the first cycle of aflibercept in a 58-year old female who had metachronous colorectal liver metastases. Emergency laparotomy was performed and revealed a small bowel perforation without any anastomotic dehiscence. Surgery was followed by uneventful outcome. 
Discussion
Gastrointestinal perforation during or after treatment with Aflibercept was reported in patients with metastatic colorectal cancer (4, 5) . The present report has important clinical implications. First, in the present case, small bowel perforation occurred fifteen days after the first cycle of aflibercept. In the literature, time of occurrence of this complication has, to the best of our knowledge, never been described (4, 5) . Second, gastrointestinal perforation does not usually mean anastomotic dehiscence. In the present case, the surgical treatment of the perforated small bowel consisted in performing simple surgical suture combined with the interposition of the round ligament. The use of the round ligament has been reported in the treatment of perforated peptic ulcer (6), but its use for obliteration of small bowel perforation has, to the best of our knowledge, never been reported.
In conclusion, the present report shows that the use of aflibercept in patients with malignancy may be associated with very early gastrointestinal perforation and this should be known by oncologist and surgeons. 
